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Remarks 

Claims 1-32 are pending in the application. Applicant wishes to thank the 
Examiner for acknowledging claim 13 is allowed. Claims 1 , 8. 9, 12 and 20 are 
amended. No new matter has been introduced by the instant amendments to the 
claims. Applicants reserve the right to pursue the subject matter cancelled by this or a 
prior action in this or a subsequent continuation application. 

Claims 1,5-7 stand rejected under 35 U.S.C.§1 02(b) as being anticipated by 
Verma et al. (CA 1 1 1:224813) that teach species according to the invention. 

Claims 1-12,14-32 stand rejected under 35 U.S.C.§103(a) as being unpatentable 
over Jacobsen et al USP 5,985,306 claims 1 , 18-26; OR Jacobsen et al USP 5,994,390 
claims 1,36-39; OR Jacobsen et al USP 6.316,494 B1 claims 1,22-27; OR Jacobsen et 
al USP 6.043.269 claims 1.9-10. 

Claims 14.15,21-32 stand rejected under 35 U.S.C.§112, first paragraph. 

Claims 1-4.9.11,12,13,19,20 are rejected under 35 U.S.C.§112, second 
paragraph. 

Rejection under 35 U.S.C.S1 02(b) 
Claims 1,5-7 are rejected under 35 U.S.C. § 102(b) as being anticipated by 
Verma et al (CA 1 1 1 :22481 3). 
The rejection is traversed. 

After a detailed review of the content of the identified chemical abstract provided 
with the office action and the full publication (i.e., Verma et al., "Mechanism of Action of 
Nonsteroidal Antiextrogens: A Possible Link with Antiinflammatory Activity" Indian J 
Pharm. Sci., 1989 51(2), pp 48-50), it is clear that CA 1 1 1:224813 does not accurately 
represent the compounds disclosed in the Verma publication. A copy of the Verma 
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publication in the Indian Journal of Pharniaceutica! Sciences is enclosed herewith as 
part of a supplemental information disclosure statement. 

The CA 1 1 1 :224813 abstract indicates the relative stereochemistry of the C3 and 
C4 carbon atoms is a fra/7s-configuration and specifies that both stereocenters have a 
(R) configuration. This is not correct. 

After a detailed review of the Verma publication, it is clear that the publication 
defines the stereochemistry of the C3 stereogenic center and does not define the 
stereochemistry of the C4 carbon or the stereochemistry of stereogenic centers, if any, 
present on the substituent of the C4 aromatic ring. 

In contrast, the instant invention provides compounds of Formula I in which the 
stereochemistry of the C3 carbon (bearing the R2 residue), the C4 carbon (bearing the 
R3 residue) and the stereogenic center of the OR5 residue are specified. More 
particularly, the compounds provided by claim 1 include those in which R2 and R3 are in 
a trans relationship and OR5 comprises either a R or S configuration (but not a racemic 
mixture thereof). 

For at least the preceding reasons, Verma does not anticipate claim 1, as 
amended. Moreover, Verma fails to teach or suggest that specifying the 
stereochemistry and diastereochemistry of the recited compounds would be desirable. 
Thus, claim 1 is also non-obvious over the Venna publication. 

Rejection under 35 U.S.C. S 103(a) 

Claims 1-12,14-32 are rejected under 35 U.S.C. § 103(a) as being unpatentable 
over Jacobsen et al USP 5,985,306 claims 1 , 18-26; OR Jacobsen et al USP 5,994,390 
claims 1,36-39; OR Jacobsen et al USP 6,316,494 B1 claims 1,22-27; OR Jacobsen et 
al USP 6,043,269 claims 1,9-10. 

Each of the rejections is traversed. 

The '306, '494, and '269 patents issued to Jacobsen merely recite c/s-chromane 
compounds having a variety of side chains which are structurally divergent from the 
OR5 residues of the instantly claimed invention. 
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The '390 patent neither teaches nor suggests compounds in which the 
substituent on the 4-phenyl ring comprises a stereogenic center. Moreover, the *390 
patent fails to teach or suggest compounds having an OR5 residue on the 4-phenyl 
substituent of the chromane ring, which R5 group has a single enantiomer stereogenic 
center. 

In contrast, the compounds of claim 1, as amended, have the stereochemistry 
and diastereochemistry of the stereogenic centers specified. In addition, the structure 
of the OR5 side chain of the compounds of the instant invention are completely different 
from those recited in any of the four Jacobsen patents. 

For at least the above reasons, claim 1 is patentable over each of the four 
Jacobsen patents or any combination thereof. Claims 2-12 depend from claim 1 and 
are therefore also patentable over the disclosure of any of the four Jacobsen patents. 

Rejection under 35 USC §112, first paragraph 
Claims 14,15,21-32 are rejected under 35 U.S.C. § 112, first paragraph, because 
the specification, while being enabling for treating estrogen dependent 
diseases/disorders, does not reasonably provide enablement for preventing estrogen 
dependent diseases/disorders. The applicant respectfully traverse. 

The invention recited in those claims is a method of preventing and/or treating 
estrogen related disease conditions by administering a compound of claim 1, formula I 
to a subject. As the examiner recognized in the office action, the state of the prior art 
indicates that treatment of estrogen related disease/condition is possible. In addition, it 
is also true that the state of the prior art indicates that prevention of estrogen related 
disease/condition is possible. For example, in Dwivedy et al., 1995 "Recent 
Developments in the Chemotherapy of Osteoporosis", Progress in Drug Research 45, 
289-338, which is cited on page 3 of the specification and submitted as CA in IDS, on 
page 325, hormone replacement treatment (HRT) is mentioned as preventive measure 
for risk patients and preclinical osteoprosis. Similarly, in Marshall et al., 1977 "The 
Prevention and Management of Post-Menopausal Osteoporosis" Acta Obstet Gynecol 
Scand (SuppI) 65:49-56, which is cited on page 3 of the specification and submitted as 
CB in IDS, on page 52, "[l]n view of the data quoted above, it is hardly surprising that 
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oestrogen therapy prevents or delays post-menopausal bone loss." In addition, 
Stampfer et al., 1991, "Estrogen Replacement Therapy and Coronary Heart Disease: a 
Quantitative Assessment of the Epidemiological Evidence" Preventive Medicine 20:47- 
63, which is cited on page 3 of the specification and submitted as CF in IDS, concluded 
on page 61 "[T]he preponderance of evidence from the epidemiologic studies strongly 
supports the view that postmenopausal estrogen therapy can substantially reduce the 
risk for coronary heart disease." Several other references mentioned in the background 
section of the specification mention preventive action of estrogen: e.g., neuroprotective 
actions (Gruber et al., 2002, "Production and Actions of Estrogens" The New England 
Journal of Medicine 346:340-352, page 4 of the specification, CG in IDS), 
neuroprotective effect on neurodegenerative conditions as stroke, Alzheimer disease 
and Perkinson disease (Dhandapani et al., "Protective Effects of Estrogen and 
Selective Estrogen Receptor Modulators in the Brain" Biology of Reproduction 67:1379- 
1385, page 5 of the specification, CJ in IDS), prevention of breast cancer (Clemens et 
al., 2002, "Tamoxifen ('Nolvadex'): Antitumour Treatment. A Review", Cancer 
Treatment Reviews 28:165-18, page 7 of the specification, CU in IDS), prevention of 
bone loss (Singh MM, 2001, :Centchroman, a selective estrogen receptor modulator, as 
contraceptive and in the management of hormone related clinical disorders", Medical 
Research Reviews 21:302-347. page 8 of the specification, CY in IDS), etc. 

Thus, skilled artisan who is familiar with estrogen related disease/condition is 
able to determine which ones could be prevented by administering the claimed 
compound. Accordingly, the amount of guidance necessary to perform applicant's 
invention would not result in undue experimentation. 

Claims 14,15,21-32 are rejected under 35 U.S.C.§ 112, first paragraph, as failing 
to comply with the written description requirement, i.e., the instant methods of treatment 
and/or prevention of estrogen related disease condition encompasses yet unidentified 
diseases/conditions associated with estrogen, a description of which is not found in the 
specification. Further, a description of 'prevention' as it relates to estrogen related 
diseases/conditions is not found in the specification. The applicant respectfully 
traverse. 
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Those estrogen related disease conditions are clearly specified in, for example, 
page 9 of the specification as follows: 

(a) estrogen deficient or deprevation in a mammal, in particular osteoporosis, 
bone loss, bone formation, cardiovascular effects, more particularly hyperlipideamia, 
thrombosis and vasomotor system, neurodegenerative effects such as stroke, senile 
dementia-Alzheimer type and Parkinson disease, menopausal symptoms including hot 
flushes, urogenital atrophy, depression, mania, schizophrenia and the like, urinary 
incontinence, relief of dysmenorrhea; relief of dysfunctional uterin ebleeding, an aid in 
ovarian development, treatment of acne and hirsutism; 

(b) estrogen dependent or estrogen independent cancers such as prostatic 
carcinoma, cancer of breast, cancer of uterus, cancer of the cervix and cancer of the 
colon; 

(c) an aid in ovarian development or function; 

(d) control or regulation of fertility in humans and in other animals; 

(e) prevention of threatened or habitual abortion; 

(f) suppression of post-partum lactation; 

(g) physiological disorders such as obesisty, depression etc; 

(h) regulation of glucose metabolism in non-insulin dependent diabetes mellitus. 

In addition, as stated above, those preventive effect on estrogen related 
disease/condition were well known in the art and skilled artisan in the relevant art 
reasonably understand that the inventors had possession of the claimed invention. 

Rejection under 35 U.S.C.S112. second paragraph 
Claims 1-4 and 13 stand rejected under 35 U.S.C. §112 on the grounds that "the 
language 'C3-C7 heterocyclic ring, saturated or unsaturated, containing one or two 
heteroatoms independently selected from the group consisting of 0,S, and N...' is 
confusing. It is unclear 'what' structure the language is defining. No chemical structure 
can be associated with such language." The following addresses the rejections 
provided by the Examiner. 
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The language "C3-C7 heterocyclic ring" in claims 1-4 and 13 is supported on 
page 30 lines 1-4 and page 33, lines 1-4 by specifically exemplifying those belongs to 
that group such as pyrroloidinyl, pyrrolinyl, imidazolyl, imidazolidinyl, pyrazolyl, 
pyrazolidinyl, pyrazolinyl, piperidyl, piperazinyl, pyrrol, 2H-pyrrol, triazolyl, pyridyl, 
pyrazinyl, pyrimidinyl, pyridazinyl, morpholino, thiomorpholino, isothiazolyl, isozazolyl, 
oxazolyl, oxadiazolyl, thiadiazolyl and thiazolyl. One skilled in the art is able to 
ascertain the meaning of the language "C3-C7 heterocyclic ring, saturated or 
unsaturated, containing one or two heteroatoms independently selected from the group 
consisting of 0,S, and N..." in light of the description above in the specification. 

Accordingly, it is respectfully submitted that claims 1-4 and 13 satisfy the 
requirements of 35 U.S.C. §112, second paragraph. 

Claim 9 is rejected under 35 U.S.C.§112, second paragraph. In order to further 
clarify, applicant deleted the word "and the likes" from claim 9. 

Claims 12 and 20 are rejected under 35 U.S.C.§112, second paragraph. In 
order to further clarify, the applicant amended the language to "or any other ingredient 
of a functionally similar nature alone or in a suitable combination thereof in claims 12 
and 20. Skilled artisan in the pharmaceutical art are able to conceive of functional 
similarity of pharmaceutically acceptable excipients based on the description on pp. 21- 
22 of the specification. 

Claims 11 and 19 are rejected under 35 U.S.C.§112, second paragraph as the 
language "other suitable carrier moieties" is confusing. The applicant respectfully 
traverse. Skilled artisan in pharmaceutical art is able to think of suitable carrier moieties 
for targeted delivery systems based on the description on page 25 of the specification. 



21 



Application No. 10/677,116 

Amendment dated 

Reply to Office Action of 9/22/2005 



Docket No.: 60023(50152) 



In view of the above amendment, applicant believes the pending application is in 
condition for allowance. 
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